Atty. Dkt. No. 074129-0541 
IN THE UNITED STA TES PA TENT AND TRADEMARK OFFICE 



Applicant: 


Tomoko Asakawa 


Title: 


AGENT FOR TREATING DIABETES 


Appl. No.: 


10/573,868 


International 


10/1/2004 


Filing Date: 




371(c) Date: 


3/29/06 


Examiner: 


Ardin H. Marschel 


Art Unit: 


1614 


Conf. No.: 


7047 



INFORMATION DISCLOSURE STATEMENT 
UNDER 37 CFR $1.56 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

Submitted herewith on Form PTO/SB/08 is a listing of documents known to 
Applicant in order to comply with Applicant's duty of disclosure pursuant to 37 CFR §1 .56. 

A copy of each non-U. S. patent document is being submitted to comply with the 
provisions of 37 CFR §1.97 and §1.98. 

The submission of any document herewith, which is not a statutory bar, is not 
intended as an admission that such document constitutes prior art against the claims of the 
present application or that such document is considered material to patentability as defined in 
37 CFR §1 .56(b). Applicant does not waive any rights to take any action which would be 
appropriate to antedate or otherwise remove as a competent reference any document which is 
determined to be a prima facie art reference against the claims of the present application. 




WASH_1 8641 46.1 



-1- 



Atty. Dkt. No. 074129-0541 



TIMING OF THE DISCLOSURE 



The listed documents are being submitted in compliance with 37 CFR §1 .97(b), 
before the mailing date of the first Office Action on the merits. 



Any document listed on the attached PTO/SB/08 was cited as being relevant during 
the prosecution of the corresponding European application. A copy of the Supplementary 
European Search Report is attached setting forth the portion of each document considered 
relevant by the examiner. An English-language coimterpart of the foreign-language document 
has been provided (C2 = C4). 

Applicant respectftilly requests that each listed document be considered by the 
Examiner and be made of record in the present application and that an initialed copy of Form 
PTO/SB/08 be returned in accordance with MPEP §609, 

Although Applicant believes that no fee is required for this Request, the 
Commissioner is hereby authorized to charge any additional fees which may be required for 
this Request to Deposit Account No. 19-0741 . 

Respectfully submitted. 



RELEVANCE OF EACH DOCUMENT 



Date April 30. 2007 




FOLEY & LARDNER LLP 
Customer Number: 22428 
Telephone: (202) 672-5569 
Facsimile: (202) 672-5399 



Stephen B. Maebius 
Attorney for Applicant 
Registration No. 35,264 



WASH_1 864 146.1 



-2- 



PTO/SB/08 (09-06) 
Approved for use through 03/31/2007. OMB 0651-0031 
U.S. Patent and Trademark Office: U.S. DEPARTMENT OF COMMERCE 
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a coilection of information unless it contains a valid OMB control 




Substitute for form 1449/PTO 



<miFORMATION DISCLOSURE 
' ''ff 3 0 2007 STATEMENT BY APPLICANT 

" >ate Submitted: April 30, 2007 

•se as many sheets as necessary) 



Complete if Known 



Application Number 



First Named Inventor 



Examiner Name 



Attorney Docket Number 



Tomoko Asakawa 



Ardin H. Marschel 



074129-0541 



U.S. PATENT DOCUMENTS 


Examiner 
Initials* 


Cite 

No.'' 


Document Number 


Publication Date 
MM-DD-YYYY 


Name of Patentee or Applicant of 
Cited Document 


Pages, Columns, Lines, 

Where Relevant 
Passages or Relevant 
Figures Appear 


Number-Kind Code^ {if known) 




CI 


2003-073728 A1 


04/17/2003 


VAN POELJE et al. 






02 


2006-039974 A1 


02/23/2006 


AKIYAMA et al. 
































FOREIGN PATENT DOCUMENTS 


Examiner 
Initials* 


Cite 

No.'' 


Foreign Patent Document 


Publication Date 
MM-DD-YYYY 


Name of Patentee or 
Applicant of Cited Documents 


Pages, Columns, Lines, 

Where Relevant 
Passages or Relevant 
Figures Appear 


T« 


Country Code'*'Number''"Kind 
Code® [if known) 




C3 


EP 1 422 293 A 


05/26/2004 


Hoffmann La Roche 








C4 


WO 2004/0241 84 A 


03/25/2004 


Takeda Chemical Ind. Ltd. 




A 


















NON PATENT LITERATURE DOCUMENTS 


Examiner 
Initials* 


Cite 

No.'' 


Include name of the author (in CAPITAL LETTERS), title of the article (when appropriate), title of the 
item (book, magazine, journal, serial, symposium, catalog, etc.) date, page(s), volume-issue number(s), 
publisher, city and/or country where published. 


T« 



















































1 Examiner 




Date 




1^ Signature 




Considered 


1 



'EXAMINER: Initial if reference considered, whether or not citation is in conformance with MPEP 609. Draw line through citation if not in conformance and not considered. 
Include copy of this form with next communication to applicant. 1 Applicant's unique citation designation numljer (optional). 2 See Kinds Codes of USPTO Patent 
Documents at www.uspto.gov or MPEP 901 .04. 3 Enter Office that issued the document, by the two-letter code (WlPO Standard ST.3). 4 For Japanese patent 
documents, the indication of the year of the reign of the Emperor must precede the serial number of the patent document. 5 Kind of document by the appropriate symbols 
as indicated on the document under WlPO Standard ST.16 if possible. 6 Applicant is to place a checi< marit here if English language Translation is attactied. 
This collection of information is required by 37 CFR 1 .97 and 1 .98. The information is required to obtain or retain a benefit by the public which is to file (and by the 
USPTO to process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.14. This collection is estimated to take 2 hours to complete, including 
gathering, preparing, and submitting the completed application form to the USPTO. Time will vary depending upon the individual case. Any comments on the amount of 
time you require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark Office, 
P.O. Box 1450, Alexandria. VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMS TO THIS ADDRESS. SEND TO: Commissioner for Patente, P.O. Box 
14S0, Alexandria, VA 22313-1450. 



WASH_1864135.1 



If you need assistance In completing the fbnv, call 1-800-PTO-9199 (1-800-786-9199) and select option 2. 



(19) m^^i^mmmmm 

(43) g^^BlH 
2004 ^3 ^ 25 a (25.03.2004) 




PCX 



lililllilillllllllllilillllliilllllllllll^ 

(10) 

WO 2004/024184 Al 



(51) mmnfi^m': a6ik 45/00, 31/472 

38/55, 47/30, 47/38, 3 1/425, A6IP 3/10 



(21) S|iS!miig#^: 

(22) SES^tUilB: 

(25) SBStbBiKOWlS: 

(26) Si@^g|a>Sg: 



PCT/JP2003/0 11570 
2003 ^9 10 H (10.09.2003) 



(30) S5feltT-^: 

t#Sl2002 -266054 2002 ^9 ^ 1 1 B (1 1 .09.2002) JP 
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aka (JP). 

(81) fi^S f 11F*3): AE, AG, AL, AM, AT, AU, AZ, BA, BB, 
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, 
HU, ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, 
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(54)TlUe: SUSTAINED RELEASE PREPARATION 

§ (54) i6lBro« fi;: fSffltitaiaii 



O (57) Abstract: A sustained release preparation containing a dipeptidyl peptidase IV inhibitor and a hydrophilic polymer which can 
appropriately inhibit the dipeptidyl peptidase IV activity and is excellent in convenience or compliance 

o 
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« 

if- IV m-mm^^^r^mmmM^zm-r^o 
10 v^y5^>^;i/^y5^^-if-iv(OT. DPP-iv ^H§fH-r^^l^:/^)^^§)M« 

^fi. jklt'fCDGLP- 1 (glucagon-like pept ide-1) (D:^?gtt'fb^lS#L', ^ 
(7)-r>^l/5^>f^ffi^ ^ 5^) ^ )^mil^^^5^^75: <H t b T^ffl ^ ^ 

WO02/062764. WOOl/55105. W002/02560) o 

m^it. Dpp-iv P£^^j:^^'i^>^x^57 >x p \z^^!kmmmm^m^t^ z. 

1t'l41iJ*l^0^ (chronic rhinos inus i t is) DPP-IV 

•^tircm^\zD??-nmm^±^vrz^tmw^'^fix^^^ mx^-^. ^-y 

20 y~±y^ (The FASEB) . 2002 ^. 1116 p. 1132-1134) o bfe/?)^^oT. 
1t«!Sl^#^bTli§iir^5l^a#^C:feV^T DPP-IV ?S'I4^B^<ia«-r^Cl 

tilt. ^m<Dmm^%rci^Trcis^iz. ^^b<;&vit#^e>n§o 

^fc. GLP-l (D DPP-IV t:ici:^{-^§t:^ii^-eS^ GLP-1 (9-36) Fi^^JfiLi^lS 

J Physiol Endocrinol Metab) . 2002 ^, 11 282 ^, P.E873-E879) » 

m (depression) ^^^^ (anxiety) (DSM^<hjfiitf DPP-IV ^'14(D{£Tt}?)t 
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mmT^z.f^m^-^nT^^^ m^^t. ^u^o.^- -it-r^^j-rThu- 
CMoi. Psychiatry) ^ 2001 |g 6 ^^ p. 475-480) o 

mmx^. ^^\z. mm'^^^^^itn>-:/^^T>x\zmn^mM(Dm^i^^ 

:^Bm^<^\t. DPP-IV 1 0 1 ©(7)^^ 

15 ttM^J; 

4) jfiii^^gT^iJ-ea^^MtBi ) mm<D^n^mM; 
^y^>^;i'^7^5^y-if - IV m.mm^mmM^u^^t)itxfs,^mm 

IBS) mmomn 
25 7) i^^?S(D^5^^;tti?^^fflT^^tfipB5) mmomm; 

8) jfiliW{ST^J-r$>^|f)f3 5) IBmcDIS^; 

9) ^-^ 1 BtFBmicm^t4'5^^:7°5^i^^;!/^7°5^:$7^--if-IV?g'l4^ 10 T^RV^b 

90%^T$ii-f#^. i^-^:7>i^;^-^:7"5^3^-if-iv 

1 o)^#8^rBi^Jcjfa^4i>?^>'''5='-:^;i/^:/5^:$^---tf-iv?g#^ io;^v:^b 
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•if-iv^#^ 10 u^^i. 90%'fST^ii-#-s. s?^:7°5^>^;i/^:7'5^y— tf-iv 
1 2) mmm<D^m^rc\t.f^mm'v$>^mw,9) . i o) d <di^> 

13) jfiLiit^ST^JTa5§tuf5 9) ^ 10) ^fct^l 1) CDVi-fn^a^tCfBSfeO 

14) PS^L«ltltC|iilB9) .10) ^fctill) (DV^-rni^^i-tHmo^^J^ 

:^mmm^. DPP-iYm*mt*> dpp-iv i^it^mmm^-^^^m.^ (lu 

BMB) tCj;§^^^:EC3.4.14.5] (D^^?S#^ia$'r^^k'&#J^iS^t-§o 
^fe. DPP-IV Pl^^l*. DPP-IV M^Sft^O^^j^^nXVi^PID. ^(DJ^m 

f)t^iifp^^(D^-^m'^'^'mt<^'DX\^^x%^^^o -rt^t)-^. DPP-IV la*^^^. 
^i^P^x<Dim^^^-fxm7^^it^tr^^rcmz dpp-iv pm^'I^^wt^ 

r^Sfef^Ht^i^J X^-DXh^^^o ^Bld, dpp-iv RaMf*. :^#I^(C:43frt^ 

DPP-IV Wii^m^m(Dmmm\zmm-r^ r]/-r^> h (r 

aymond) ^(D:^il^ T ti— r-^ — X (Diabetes) . 47 
1253-125 8S, 1 9 9 8^) J ^fijffi bfe^^^tCi; D^ISf^ 

D?v-n m.mm(DM^mtvx\%. ^j^o^t^m cd - (s) ^^^i-fen 

(1) WO02/062764 tc:fB%$n;^^ : 
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0 




L-NH, 



R 



(I) 



itmm-^nxi^^x^jzi^mmmm^. 

X\tm-^^. -.0-> -S-. -so-. -S02-^fctt-NR3- (R3 

^t7\cmmi^t.rc}tm^-^tix\r^x^^^^mi\:7m^^^'r) ^ ; 
^ (I) xm-^n^^t^^(D^ti.x\t. mm^^izim-^ti^mm^ 

mmm.m^i(Dm(Dtifmfmtux}^. ^hv^^m.. :^^j^Am^^(Dy 

tfUv'^. tfnU^. ;i.T5>. -JjL^y—)VT^>. hUx 

^.y—jiT^>. -:/>'^p^^->;PT5>, n, n->?^>>?;ux5^i/>>? 

Mmmt(Dm<Dtti^mt5:mtvx\it. mm. ' Mi^t7mm. mm. mm. u> 
muat(Dmf)^m^f^n^o ' 

^^mt(Dmo:)ttfmtsimtvxu. =^m. mm. h^jyjv^umm. y-^ 
ji-m. -y-L^m. m^m. ^^u^ym. ^x.>m. ^a^^. u>if^. ^ 
i^>^)i'^>m.^>'i£>:^)i^>m. p- ^;^x>x;^3j^>^fJ:^a:(D:^ 
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^ (I) x-m-^n^ih^mt. m7i^mmx$>^x^. mumx;^-DXhJ: 
1) zyy/m; 

)V^^i^)Vmi^^XJ^mmW^2'-- ^ (DT )V'3^^^ti (^f?Sb<tt^ 

- ^i^t^n^ 1 b 3 ^omi^S^^ bT v^T cJ: c ..e t;1/^ 
-:^3;U7i^-r;K^ff^b<t5p^^;i/:^;i'n^^;w. x5";i/:^;i/;t^-r;i/> 

;i/-:^7;wt^-r;^ (iff^b<t^v'ij7n7'Dhf;i/:^j;wt^-r;i/) . c^.igT^;!/ 

tiT v^T ^^^^mmmm - 1) )vif-=^}v ^ b < tf o u i^x;u:^7 
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y) . C ,.,,i^^nTJl^)l-tl)V-^-Jl7^/m. C ^_,,y'y)l^)l-:t^iy 

-:^;i.7}^-;i/T$ys. ^ry-^fc^^i^-c ,_,o,y;^^;^x;^7)^-;^T^ ys 
(^J> ;<5^;i/x;i/7}Nn;i/T^y. v=y.5^;l/x;l/4^n;^T5 y) . c,.i,t^j — 
20 ;i/x;i/7jN-;i/T5yS^^rXc ..g 7';i/n^->-:^;wt^:-r;i'T5 y^C^iJ, 
y h ;wi^:-r ^ y ) i tS: b 2 i@i(Dfim*^^n-€ 
n%bTViT^>ckVi^#l^li^^S ($?^b<ii. :7u;k 5^x-;k 

y-;i'-3--f;i/) ] : 
8) T$>>V»; 

yij^e^^^n^ lfj:Vib2e(Dgma^WbTViT'foj:V:>^>ii>3^ ; 
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10 A3^:0^, 

y) . c 3.,oV'^nT;i/=¥;i'-:^j;i/3}^x;i/T^yiK, c ,_,3T^;u^;i/:t^>^ 
- ;tf ;i'4^x;i'T 5 y ^ y - tii^- c ,_,o t;V'^;>7.;1'^x;vt ^ y S 
(^J. y^;i/x;i/xKx;i.T^y> >?y^;^x;^':^^x;^TS y ) . C6_,4TU- 
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8 

5 -;i/-3 — r;i^) ] ; 

10 R '/?/n;^j:ViL31®CDAn<Jr>I^^TMi^$nTViTfeJ:V:^j^^#[l75:V^ 
Xt&^^-O-; 

^ (I) •Tr^^n^'ft'a-^^CDT^ci:^^^^. i:«9t3^t2- [3- iy^/>^^ 
15 -4-yh4^5/- 2 --<yy5^;i/- 1 -:r^y- 1. 2->^tFD-6 

2- [3- (T^J^^Jl) -4-y^h^zy-2--(vy^)V-l-:t^V 

-1, 2-i^tHD-6 — ry4^yu;u]-i, 3 -^Ty-;i/-4-;^f;i/ 

20 2 - [3- (T^J:<9-Jl} - 4-yh^i^~ 2-^vy^^)V-i-'t^v 

-1, 2->?b:]<^P-6--ry=^-y u;w -1. z-^T'/-)V-A-ti)V 

2- [3- (T5y;<^;^) -4-:/h^^>'-2--ryy>;L'-i-;^-^y 
-1. 2-z^\i\^u~Q — ry^yu;!/] -1, z-^T'J-)V-A-ti)v 

25 7j^>^X5^;W; 

(E) -3- [3- (T5y^5^;i/) -4-7>^v-2— ryy'5";p-i 
-^^y-1, 2->?tiHni-6 — ry^yu;n -2-yo^:^a^'; 
(E) -3- [3- (T^yy5^;u) -2— rvy5^;i/-4-:7ai~;i'-i 

-:t^y-l. 2-i<?tHn-6 — ry^yU;U] -2-:/u^:h5H; 
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3- (T5y;<5^;l/) -2-^'j:f^JV-l-:t^V-4-yjL-)l'-l, 
(2) 1095/15309 /cC^lCfH^^nfc^ : 



l^^. f\t.l-^rM2^; gUO, 1^;^«2^;X}^-CH2~. -0-. 
-S-> -SO-. -S02-^rc\t-NR^- (RH-t7Kmmf'^rc\t C,_e 

T.)v^jv&^^-r) ^ ; R«7j<^0^, zyyym. -CHO. -B(0H)2, 

-P(0)(0R3). -CCR^^7t^l-CH = NR5 (Rn*?^^^^. 

mmf-. c,_6T;^4^;^s^ v-t/s. nhns. -or\ -co^R^i^rM 

,-COR^^ (Rn*WB<hlWI^^^^t-) ;RHtyjL-)m. tK^S. -O 
R3. -OCOR3^fe}t^>>^;l/:t^vSS (Rn«BE<h|WI^^^^-r) ^ 

Dt:;i/. -ry:7'Dt:;k :7'^;k -rv7'^;K se.c.-:f^jv. t.-y^)V. ^ 
^^v-;!/. i.i->?^^;p:7'5^;i-, 2,2-i^^9-j\^y^^)Vs ^,^-^J^'^)V^'^ 
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10 

5 •t)v-^>. ^^i/x^^-f >^/??^^^tf ^n^o 

10 T(^>Tt)J;Vic 

±tBL;^cQ;-T5ym4ocj;tX^-T^y^{i, D#:, L DL #:(Dl/i-rtlTt> 

ig rg^^nxv^xfecfci'i^fbTKm^j \z^n^mt7mmh\.x\-^. m 
MM'fbTK^^n, mmmmfMtLm\z i tsiI/^l 3 jiic7)Mi^s^^bxvixfe 

25 4^*) ;vTyS;T>';«xg|^$nx^>j;VvK^S; k Kp^v'p^9=-;I.S; 
1 75:ViL3i@(DAP^^>j^^ (^^l_^<f^-7.^^) xgM^tlXV^Xfei:!,^ 
C,_6T;Up^>'S ; e^^nxi/iXfeJ^Vi Ce.,4TU-;l'^^;^ct^®m$tlX 
ViX t> cfc V^:^5g^SX^ y - ^ t^i^- Mm ^ tlX cfc T ^ y STJi^^tf S 
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S ($f^L<«yi57>7.;i'7lN:n;i/S) ; Cy^.TJl^Jimx^E/ -^TcU-y- 
<J^, 5-r:hU-2-tf U5^;l'TS/». 5->T7-2-eU >^;V'TS ys. 2 

-fcru$>';i'T^y». 2-tf^>?;i/T^y»^-ea5^o 

C6_,4TU-;i/»^fc:{*gm$nTViTfej;V^m^^STCy-^;^ctt>?-g 

u-;i/»j *3j^tjc ra^^nxviT'fej^Vim^^^j }^/^#tf ^.ti^o 
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-;«yj>w^bv^o m ^9:Wk-^tix\^^x%^\^^^m.mmmm} tvx^t. m 
10 A.^^/^^<^^>j!^T m^vKuy^m. mm. M^m) . i^yym. - has. 
1 r^i^^v 3m(D/\u^'>m^ m^v<uyym) xmm^nxi^^xh^i^^ 

^.^mx^ey -^rc^t>?-mm-^nxv^x%^\,^T^ym. t hd:^vs, 
^ (II) x^'^n^^\:^!^<Dmtvxu. ^ (I) xm^ti^it^^om. 

^ (II) T^^n^'Tb-a-^^^i, ^7K^P^Ta5oTfe. 7jcfpi^T35oTt)j: 

^ (II) x^-^n^^t^^<Dtt?mum^i^x\:i. ^ 



BNSDOCID: <WO___2CXM024184A1J_> 
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"TT^^n^ (2S)-l-{{{2-[(5-vT/ t:U>?>'-2-l';U)7S /]X5=-;HT^ 
y}Tt=^M-2-zyT/-}^UVz^> (DPP-728) (W098/19998 JctH«) . 




T^$n§(2S)-l-{[(3-ti Fn=*^v-l-Ti5^x'>5^;i/)T5y]Tiz:5=-;U}-2- 
->Ty-lfPU>?> (LAF237) (WO00X34241 {CfBtfe) , 
(2S)-l-{{{2-[(l-t: U ^>?>-2-'r ;H:i^U >^ >-4-'r T ^ 7 } T-fe^ 

;w-2— >Ty-t:ou-x> (WO02/30890 {ctem) . 
10 (2S)-i-{{{2-[(t:^-^>-2-'i';i/)T$ y]x5^;i/}y^y}Tir5^;i/}-2->T 

/]-2-p^5^;i'-2-:/D h!;i<'Ta y }T-fe5";i/-2-tf o u >?>:^j;i/:^?- b u 

;i/ (K-361) (WO02/51836 icwem) . 
15 ^ 



o 




"e^$n'g)L-threo— ryn-r>';l' 5^TyU v^> (P32/98) . L-allo--rV 
u^i^jV "^T'/Vz^y. L-threo— r yn-^v-;!/ tfnU>^>. L-allo-fyp 

20 U>^>^^#: (¥001/72290 ?^cn^lctE«) ; i^^^t^l^f Sn^o 
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(3) WOOl/55105 tClBm$n;^N-g^ 2-1^7 J \f.U—)\'^^m-zyT 

J \±u^)ymMW. n^\^<\%. (s,s)-i-(2-T^y-3;3->?^^;i/y5^u 
;i/)-2. Hn-iH-tfn-;i/-2-:^;U7j^:=: h U;i/o 

(4) W002/02560 VZ.Um.-^tlfzMMmWl'^m. $f*b<^l. 7-^>~:^;l/ 
5 -8- [6- ( b H P ^ ^ J-)V) -1 . 4->^ Tif /I >-l— r -1 5";i/-3. 7-5/ 

(5) WOOl/68603 iClB«$ny^, □ A-> tf □ U 5^>liS 
#o m--^\^<\X. (lS,3S,5S)-2-[(2S)-2-T$y-3.3->?x<^;i'y^U;W-3- 
i/Ty-2-Tif If D [3. 1, 0] ^:^tJ->o 

.0 (6) W002/14271 t::i5«g$nfcypU>^»#:o ^ff^b<ti. 
(.2S) -1- [ (2S, 4S) -4- (3-^ n D-4-5/T y :7 :n - T 5 7 -2- 1! P U S^n;^:^; 
;i/7j^r:;H-2->'Ty t: □ u ^>y^ 

(7) W002/38541 JCfB^^ tlfe v-T / bf P U >^ >il##:o ^*b<t*. 
(2S,4S)-l-[(2S,3S)-2-T$y-3-^5^;P-^>i^y-r;W-2->^T/-4-:7;i.:t- 

.5 PtfPU5^>> (2S.4S)-2->'Ty-4-r7;i/:^P-l-[(l-t F P^v^^^;!/) ViJ7 
P^>5^;i/T'^ y] T-t5^;Hf P U (2S.4S)-2->'T/-4-:7;!/:tP 

H^p^>'-3-Ti5''T>5^;i/T^y)T-fe5=-;i'tfp u>?>o 

(8) WO02/02560, WO 03/055881, WO 03/040174, WO 03/037327, WO 03/035057, 
WO 03/035067, WO 03/024942. WO 03/024965, WO 03/004498, WO 03/004496, 

20 WO 03/000250, WO 03/002530, WO 03/002531, WO 03/002553, WO 03/000180, 
WO 03/000181, EP 1258476, WO 0251836, WO 02/68420, US 6432969 
■^ntzLW^^m ; P93/01 f$.E. 

25 (A'F;i/^) 3i^/^cJ:IS®^?^9 0 Om L V^TA" F;1/(DIhI^^ 1 0 0 r 
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mM'^^z^^n^ Dpp-iv ia*^^i£t5t$ii-§5&\ ag)^vi«^ng#)5^7Kt' 

M-r^^if^J^D DPP-IV Pl^^cD;{ti:m^»Pi:^§]^^^^^^i*-r^c 

m7K^'m^'f'(DM^mthx\t. hpc-ssl m^o^. u^wm m) 
m) ao'ciz^^'f^ 2 mm%7mm(D'^m : 2. 0-2. 9mPa • s) , 
HPc-sL (fSb^p^. B2^wb m) m (.2ox:\z^n^ 2mm%7mm 

(DBm.: 3. 0-5. 9mPa • s) . HPC-L (^Mi^. B:^WM m) 
m) (20ric:fet-t^ 2mS%7jc|#^^05^fi^: 6. 0 — 10. OmPa-s)> 

HPc-M (i^p°n^. B«3i(^).M) (2Qx:\z^n^ 2mm%7mm(D 

: 1 5 0-4 0 OmP a • s) > HP C-H (^n°n^, B^^W^ (W) 
m) (20X:\Z^n^ 2mm%7m^(D'^^ :1000~40 0 0mPa-s) 
^a(D}:l]^U^iyy''U\£)VtJ\^ti—X (HPC) ; 

;^hD-xsB-4 fM^fc^xn m) m) (2ox:\z^n^ 2 m 

■ m%7mm(Dfm:m4mF a • s) > TC-5RW (^iPp^, {W'fb^X 

m iW) m) (2Qx:\zi5n^ 2 Mm%7mm(Dmm. : ^emp a • s) > t 
C-5S (m^D^. mm<mi:m.(^) ^) (2ox:\z:iD\f^ 2mm%7Kmn 



\ 

wo 2004/024184 PCT/JP2003/011570 

16 

(Dl^m. :^tJ15mPa - s) . ^ hD-X6 0 SH - 5 0 (^p°piS, imMit 

;<hP-X6 5SH-5 0 (^n°piS. -fM-fb^X^ (%) M) (20X^\Z^n 
^ 2 S«%7K^?^®Jte^ : OmP a • s) . ;>< hn~X9 0 SH- 1 0 

mi 0 OmP a • s) . ho-X9 0 SH- 1 0 0 SR (Sfp^, -fM-fb 
^Xll (^) m) (20'C{C:fett§ 2 Sa%7jc^f^(D^jte^ : 1 0 OmP a • 

s) . ^hn~x6 5 sH-4 0 0 (^p°p^. mm^t^zLm m) m) (2ox: 

\Z^n^ 2 mm%7mmm^m : J|^1}4 O OmP a • s) . ^ hP-X9 o s 

10 H-4 0 0 (^^fe^. mm^t^jim m) m) (2ot:tc:43tt^ 2m«%7X^ 

Wm^m. : ^4 0 OmP a • s) , ^ hU— X6 5 SH- 1 5 0 0 (fSp°p^. 
imm^t^JLm (W) M) (20°Ct*5tt^ 2 mfi%7X^.?^(DJ|f,&ig : Itll 5 0 0 
mP a • s) . bD-X6 0 SH-4 0 0 0 (m^a^. 'fM'fb^III (:^) 
M) (20r(C*5tt§ 2 Sg%7jc^?^0D;^fiJ^ : ^U4 0 0 OmP a • s) . >^ h 
15 P-X6 5 SH-4 0 0 0 (^.a^, M»t:^X^ (%) M) (20t:{343tt 
-5 2 S«%7jc^?^(DJ^fi^ : ^U4 0 0 OmP a • s) . ^ hn-X9 0 SH- 

4 0 0 0 (^p°p^> mm^t^nm m) m) (2o°cj:i^tt§ 2 m«%7x^?^ 

(^5^6^ 1^4 0 0 OmP a • s) . ^ Nn-X9 0 SH-4 0 0 0 S R. 

20 OOOmPa-s),^ hn— X9 OSH-30000 mMit^ 
urn im m) (20"Cl343tt^ 2 Sfi%7m?^(Di|^£i^ iriiUSOOOOmPa- 

s) , y hD-x9 0 SH- 1 0 0 0 0 0 m^o^. mm^t^nm m) m) 

(20°CiC^tt^ 2 m«%7K?g?^(DfM : Ji^tll 0 0 0 0 OmP a • s) . p< h 
□ -X9 OSH-IOOOOOSR (lSp°p^. M^b^X^ (^) ^) (20t: 
25 \Z:Bn^ 2 S«%7m?-^(DS^ : J^tJl 0 0 0 0 OmP a • s) fj:£©k Hn 
4^~>Xn tf;i/^5^;Hi;i/D— X ; 

^hp-xsMi 5 (j^^a^. «®ib^x^ m) m (^m:mi smp 
a ■ s. 2mm%7Kmm. 2 ox:) . ^hp— xsm2 5 c^s,^. it^'fb 

^Xll(m^) X2QX:\Zi^n^2mm%7mm(Dl^m:m2 5mF a • s) . 



BNSOCXJID: <WO__200402iH84A1J_> 



wo 2004/024184 PCT/JP2003/011570 

17 

^hp-xsMi 0 0 (^n°p^> mm^t^jim m) m) (2o'ci-43tt§ 2 
mm%7mmo:)it^m -.mi 0 omp a - s) . ^ hp-xsM4 0 0 (^p°p 
mmit^jiM iW) m) (2o°c{c:43frt§ 2 mm%7mmm^m. -.m^o 
omP a • s) > ^ hD-xsMi 5 0 0 (^^p^. mmit^nm m) m) 

(20'Ct343tt^ 2 m»%7j<^MCD)|^M : ri^Ul 5 0 OmP a • s) . bD- 
XSM4 0 0 0 (^p°p^. M^b^X^ M) (20''CtC4ott§ 2 mS% 
7KWOffi^ : m4 0 0 OmP a • s) . ^ bD— XSM8 0 0 0 (m^a^. 

mmi\:^:rm (m m) (2o°ctc:fett§ 2 mmxT^mmo^'i^m. : j^s 0 0 0 

mPa • s) r^^a^^^JV^JVu-T. ; 

WSR N- 1 2K (^^B,^. rL-:t>:^-n-f F*hM) (20t:t::43tt^ 2 
mS%7KI^?^OtiS.^ :400~800mPa's).WSR N-60K(!^ 
^a^^ a.ZL^>ij—;^^ H%fcM) (20t:tC*5tt^ 2 lia%7j<«(Z)J|^M : 2 
0 0 0 — 4 0 0 OmP a • s) . WSR 301 (^p°p^. rL-:t>:^J— A* 
-r H&M) (25'C{C:43^t^ 1 mm%7mm<Dfm : 1500~4500mP 
a • s ) > WS R Coagulant (^p^q^S, rL-:t>:^— A-< F%t^) 
(25'ClC*5tt^ 1 a«%7K^^(^3tem :4500~7500mPa-s)> 
WSR 3 0 3 (^tPp^. rLn::r>:^j'-n-r H^hM) a^C^zmir^b 1 S«% 
7X^^(^*M :7500~10000mPa-s).WSR 308 (^tSi 
rL-:r>;tr— /I'l' l^aM) (25'ClC:fett^ 1 m«%7K^?^<^*fii^ : 1 0 
0 0 0~1 5 0 0 OmP a • s) rjia(D^^J JL^U>^^zy }^ ; 

it^o-XF- 1 5 oMc mffu^\ B:^mmnim) amz^^^^ i mm% 

7KW(0*t5^ : 1200 — 1800 mP a -s). if >D— XF- 3 0 OM 

c m^u^^ B:^mm^m) (2bx:\z^n^ i mm%7mmm^m : 2 5 o 

0-3 0 0 OmP a • s) > th^D-XF- 1 0 0 OMC (|g|?p^S^ B^^^ 
W±M) (25'Ctc43tt^ 1 m»%7X^I^<0*t&S : 8000-12000 mP 
a • s) tj:a<DtJJl^^z^?^9-)l'\l)Vu-7.-rh^J^A',t^E:fym^f^n^o 
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^b< til 0 — 8 OS»%T^^„ 

■^^^(D'^^Wi'^mm^. Dpp-iv mmntmii^^-m^^ti^m^i^. mmt 

^z.t.\z^-ox:m.m.t^^t'mx'^^o cz.x\ m-^^^^xf^m^t. mmi^ 
m^m\z^\^^'T:mm<D::^mzvrc-^^-Dxnt)n^o ^tc, ±mM'^^^t^y 
^rc\t^m(Dmz. mm^mzn^-^n^iB^^mi^^x^^h^ 
^^x\ mm^mzm^^-^n^tmthxit. mmmMt.Lxmm(D^m 

mmM(D0mrMtvx\t. ^m. ^m. D--7>-h-;K D-v;i/t: 
1 — ;k ^>y'>. Q!<b^>y.>> 7^^xhu>. mm±jvu'-x. i&mm 
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:^mm^^mkmm\zm^^^ti^ dpp-iv mmntrnm^-x^^m'^. 
y'^)vm. -^oym. Ti/-r>^, Tx/i^:^>-m, ^}vd^^y 
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' mmm(D'^.m^m.m^(D^m\t. dpp- iv m.mm(Dmm:i^^zs^<D^m. m 

^zy. ^-^^ -fp?. T-n. It;!/. -^^X. ^^yh) IZMl^. ^m^m<D 

10 fgHDLjfii5fi£, -kWimmitm) > mmmit. mmm^-^ [igt (impaired 

Glucose Toierance)]^ I F G (Impaired FastingGlucose) . I FG (Impaired 

Fasting Giycemia) . mmmi^-^mm nmmm. mm. mmm. bp^ 
15 ^m^mm.. nmmm. m^n(Di&T. mjkmMm. mmm=fmmi t^E(D 

^t^. ^mm^n'^^m.m-t. mmmm'^. IFG (impaired Fasting 
Glucose) ^fc^ilFG (Impaired Fasting Giycemia) iJ^ ^^^'M^<Di^m 

\^±.'^tz.m ^ Qmuy^\^^m^-mum. (t ssogtt) 2B#rBiM;on 
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T2b§DPP-IVPJL«^^ii^llnI«i:bT^0. 0 1-10 Omg/'kg#:S, 
^^L'<J10. 0 5-3 Omg//kg#:m. ^^t^^b<t*0. 1-10 
mg/'k g#:MTaO> eiCOfi^ 1 0 1 0- 2 S^^T^ <h75^*M^ UV^o 

:¥mM(D%-m.^mmo^wn^<D dpp-iv Ba$»jcm«ef«^«. b < i 

iis. xivv-i"^ mmn^mw.^<D=^m^tz.\t^m\zm^^^m'^. dpp-iv <7)^ 
10 KT^.^ GLP- 1 f)^^mmMm\zmB-^n^t^^\z. ^^m\z. dpp-iv 
^mmT^'S^-mt^h^ifi. :^mmo:>%m^mm\^^ ^mm\zt>Tz.'D'x\)-?v-\i 
mmm^n^-c'^^tzL^. i s i ©os^ffiTfe+^fj: dpp-iv la^gi^^^i^ 

15 i^^ij. ^isM. mmnu %mM. mmknf^E(Dnn (i^T. ^f^^^j.^ 
25 ^7:$,^ dpp-iv mmn 1 smp^cmu. q . 01-100 mmu 
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X u >M^ ',^y:^^)y(Dy'7^^y v^rz.\tmmw m. i n s - 1 ) . 

^}^^J>. G I - 2 6 2 5 7 0. l/iiT'U^tf-XReglixane) (J TT - 5 0 1). 
^-h^?'U:$7v/>(Netoglitazone)(MCC- 5 5 5). YM-44 0, KRP- 
5 2 9 7. CS-0 1 1. FK- 6 1 4. >:^'^'U^lf— ;KRagaglitazar) (N 
N-6 2 2). ^i:^i7'Ui57-tf— ;i/(Tesaglitazar) (AZ - 2 4 2). BMS-2 
98585. EML-16336> WO 99/58510 {CfH^CD>fli'g-#; (^J 

7lU (e) -4- [4- (5 2 -:7ai-;i/-4-:r4^ityu;i-;< 
h^v-) ^yv)V-^^y^^j'\ -4 -:7xn;i/i&®^) ) . ppart T:=r:=ix 

10 h. PPARrT>i57:3*nX h. PPARr /ax^T;UTif::iX h. a-i^;Hi->^ 

tfiaS^iJ 4t'^^U3}^-X. T;^r;P7j^-X. 5^*Ub-;K x^^^fUT" 

fO#l] . GLP- l^^^f^^Tn^nX h [^J. GLP- 1. NN-221K AC-2993 
(exendin-4) . BIM-51077. Ai b (8,35) h GLP-1 (7,37) NH^].. 
20 T^UVTri-xh (^J. :7''^AU>5^H) . ^ ^7.-7 ^J-uyyy ^Ts^ 

Y^—^m.'mn n^vym) . i33T=f-xh (^j. cl-3162 

43. SR- 5 8 6 1 1 -A. UL-TG-30.7. SB-2 2 6 5 5 2. 
' AJ-9677. BMS-196085. AZ40140) . ttfr^P^#^J 
(M. ^/UZf-^>5^^X7i^'J^— ilia^^J. - 6 - tJnX T ~ 

25 -^mmn: ^yvti-ziymm. v^YTs^^y^mwyzszL^v^ . sol 

T (sodium-glucose cotransporter) ISS^'J (^J. T- 1 0 9 5) ^fi^mi 
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UX^yh. y>C^U7.^yh. SNK- 8 6 0, CT- 1 1 2) . 

«S-^:feckD^^-^CDitM (^J^ NGF> NT-3. BDNF. WO 0 1 / 1 

4 3 7 zizmmo^.zL-nhuy^ ym^-^m^mm m^U4- (4- 

^uaym-jl) -2- (2-^5^;p- 1 — r^^'^U;!/) -5- [3- (2 

Y- 12 8). PKCiaWJ LY-3 3 3 5 3 1), AGEIS^^J (^J, 
ALT9 4 6 , tfT^*i^>. tf^ h^-tf^F^, N- ^'int^v'jl^^^T VU 
:/nv-r H (ALT? 6 6) . EXO- 2 2 6) . ^'I^^^f^^^ ^ 

h^) > mik^mmm m. ^^e^i/^^^) ^w^f^n^o 

^ m. ■tU/tX:^5^>> 7'^;tX:^5^>> ~»-;tXi5^5^>. □;ty;:^^>. 

-Th^J^^m) ) . X^Tl/>'&^^*Ra»J (^J> WO9 7/1 0 2 2 4 
\zmm(D^t^m. m^^tN- l [(3R,5S)-l-(3-Tir h4^>'-2,2-v=^5^;i/y 
15 n U a -5- (2. K^v-:? 31 -;l/)-2-:^-4^y-l, 2, 3, 5-5=- h ^ 

fc Hd-4, l-^>V^^^i^-ift:>-3-1';i/]T-fe5^;i/] tf^U i^>-4-i^^3'5:^') > 

^y^-h, ^IJ yy^y-^^l^) ^ A C A T ISS^'J Tni^T-< 
(Avasimibe) > jLyjlz^-^^y (Ef lucimibe) ) . m^:t>^^mm (M. 
20 :3i/X5^^^».ynyn-;k -n^>^3^»j(fij.nn^-;Knicoinol), 
n-feU hn— ;Kiiiceritrol)),-i'ntt-^> h^X5^;W.fliij^X^D— ;i/(^J. 
y-rX7=-o— ;Ksoysterol). :^f>"T:f U if y-;Kr -oryzanoD) ^:;&t^^f 

i^tf>. xr7x$^tf>. TAa>^t!>. X3f;nv?tf>. x;^?;!.^?!^^) , ^ 
U':7A5=-¥>^-;i'PiP^(^J. l/r^/7DV:?!7U Aa-27152,AL 067KNIP-121), 
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CL- 3 1 6 2 4 3, SR- 5 8 6 1 1 -A. UL-TG- 3 0 7. 
SB-226552, AJ-9677s BMS-196085^ AZ401 

4 0) . -^y5^H'l4:t^*ni^iJ^ (^ij. Uy°^>. CNTF 

H^) ) . zilxv-X h4^->T3'-X h U>5^hUyh> FPL-1 

5 84 9) mtim^i^ti^. 

Tv=F, t: Fn:7;i/p<5^T>'H, ^>5^;H:: H □ ^ o n^T>^ h\ ^yy)V 
^U5^T>>>\ ;><5^iJ7D5^T>?h*) . JtlT;!/ FX5"D >^^J (^J. 

:^;1/>":>A> ^J^'JI/t-Z^U h U '^A (dalteparin sodium)) . '7;p^yij 
> m. y)Vyr^}>ts^)^i.) , tn:hD>ti>^ (^j. T;i/;^JhnA> 
(aragatroban)) . jfati^^^ (^J, n 4^ if (urokinase) , 9^V^:^— 
-tf(tisokinase). T;i/-7^y^— if (al teplase) > if (nateplase) . 

^>5=-y°^— ifCmonteplase). A$ x^'^— if (pamiteplase)) , jfii/h^^^ 
Jfll^'M (FO. □fcfv^Xticlopidine hydrochloride), vDT.:^'^/— 

;Kcilostazol). -i'3+}-^> hj^X5^;K ^^^DX h:^hU 'i7A(beraprost 
sodium). itMl^-;U:?}?tJfl/^—h(sarpogrelate hydrochloride)) T'ci: £y^;^#l'f 
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ifmm. -^^^Z roPP-IV PJ|$^cd;Ji^{±1M^;6WcJ:^ 2aj^J!.±<D DPP-IV 

n\t^<. mk^mm-Ts^'D'z^mm^^mM'x^-Dx^^^^o ^r^. tdpp-iv 
lY mmm-^mMt^^^wjm\z^KinHi'r^mm. mmcom^^zm^ dpp- 

Dpp-iv m.mm^mn'r^mm.mm^^^^^^t-tmmi'Z^vmnH^i-^ri^mmfs: 
zzx\ ^])?v-n Mmmijmmt^^^mthmiz^vMin-r^mm} ^ut 

r^^iJ(^^:ft^c#Vi DPP-IV laS^^JictBT^S^^Jj <hUTJi. FdA^^:^ 
Ui7^Un-;HbiJ7*U-feU H (^J. Ge l uc i r e 5 0/1 3 .(^p°p^. 

GATTE F OSS EM) ^^^r§:^y-fe;i/^jfcCi:5&^^tf e>n^o 
r^:^pH(75^{btcj;s;^L'T dpp-iv mmm^n^-t^mmi Evx\t. 
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r3^j*7jc^^iBi D aZitf c a: J: 0 mmnmmmi^^<D[Hmj£t!-v dpp- iv 

Wkm(DmMX^'DX%^\^^. ^ICT. ^^J<hUXfS> 2@J^JiCDDPP-IV 

:$imM(Dmm\t.])??-u mmm^^^^mi^mm^ dpp-iy mwrn^mmtm 
-r^:it\zx^x. ^^^m^^^mi,zt)r^'Dx^nr:i dpp-iv mm^m 

Dpp-iv m.mm^mmm<Dmm\^. mmiyrz.:$i^Bj^(^^^^^mm(Dm^tm 
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v> ^-n. It;^. -^^7.. "yyh) \zM\^. ffflSbrc^^BJcD 

m^^t. 1) 2m]^±o:>D??-iy mMm^mmM(D^-'m:Mti.x<D^-¥. 2) 

Ji(D DPP-IV PM^-^:^^5^JCD^^M^J<i:LT(DB#re1^^43V^T<Z)^-^y^cj:^ 

^mtsi^:^^^ m^\tj^A(Dm^mmm\zmnn-^-r^m^. m^f&^x^^ 

DPP-IYlM#^^alSl(Hl»<tbXl50. 0 1-1 0 Omg/kg#:M. 
L'<liO. 0 5~3 Omg/kg#M> $^tCl6F^b<ttO. l~10mg 

*^Hj^*. $e>tc. ^^^immmzjkm^m-nm^^\otj:\^^L'do% 
m^v<\tio ui^^v fgT$ii:#^. DPP-IV ia^^-^:t*icm0j^aiM 
^jj . r^-^ 8 mmmzikm^ lo t^^^^v 90% (^^t'< 10 

tSi^^-U 85%) {g;T$-&#^, DPP-IV ia*^-3-WISctB^!lfPMJj , 12 

mmmzikm^ lip^-iy io;^vib9o% m^v<u\of3i^^L' 85%) 

^T$i±#^^ DPP-IV IMS^^WMOTMJ ^ r^#tt mP^l^^e 8Pt 
rp1J;i^Dfc':?T, Jfiilt4' DPP-IV 10 75:V^b 90% (§f ^ b < 10 b 

85%) i£T$-&#^^ DPP-IV m^^^^i^m^mSa^Jj , r^-^^ 1 BtPp^^^J^ 
12PtFBl{C*Dfc:-:DT. Mt^' DPP-IV fiHt^ 10 75:^^ b 90% (JfjF^b<}*10 
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T^cCV^ b 85%) <gT$i±#^^ DPP-IV Mm^W^fe^fflW^^Jj fcC-HlCllT^o 

ikm(Dmm m^\-^. mm. mm^^^mmmmy iz^-^x. dpp-iv 
mm^is^zs^cDi&Tmtm^^m^ti^^^i!}^. mmmmjiiLskm^ dpp-iv 
5 ^io;5:viL9o% L< 10 /^j;v^b 85%) i&y-^m^^-^mmi^mm-c 

:^mm<D DPP-IV m.mm^^mmmmM\t. itm^ dpp-iv lo ts: 

V^L 90%. 0mV<^t\QUl^iyS^%. $e,tC$f^b.<«10;^ViL.80%, 4^ 
^b<« 15 /^cJ:V^L 75%{£T$-&#§o 

10 jfiL^4'DPP-ivsttfi. m^\tm&(Dmmi\ztmT^ rw^:>H (Ra 

ymo n d) ^(D^sm (iJ^W T H— — X (Diabetes). 47 
1 2 5 3 - 1 2 5 8K. 1 9 9 8 ^) J trfijffi byt:^^{Ccfc D^liJ^f^ ^ 
;0^T^^o |fifHbfc«4» DPP-IV ^Stt^gT2^«. ii^cD^^$giif^T^n«\ 
JilEUfeii (10. 15. 75. 80. 85. 90%) i:^/^ci:oTViTfe J^l'^o 
15 J&L§t4^ DPP-IV ?£ftig;T^tt. jfiL5^4'DPP-IV?&'l4©?|iJ^?*tCJ:oX. _hfBb 
}^^ii<h^/^oXV^TfeJ:Vic -^J^tX Ifil^l^'^' DPP-IV ^lio^iy^^frc^cfiT. 

\zWM(0-:^mhm<s.^m'^\zU. DPP-IVSfe^ST^i^JiWBbfejitJ: ^ 

20 J^V^o 

DPP-IV Pl^^'^^:feScm$iWM^J<hbTt*. MtBb;^2^^?g(D 

DPP-IV mmm-^mmM(Do%. dpp-iv is$^(^*5cm/j>^'0j^$nfcM^j7&^*^tf 

25 MIBbfci2fs:^BJCD|g^(^'5'^(DrDPP-IV la^m-^^m-f^M^J t DPP-IV 

2^^Bj(7) DPP-IV mmm^^-^^mmmmt.. mmm< . i'Jf^^ feii>}^j:< . 
m^mm m. fch> -^i^. 'j?'^. ^n. it;K -t'^x, ^^yb) \z 
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t^m^. m'^&^'7^x^^ Dpp-iv PM^^M^ 1 mmt.\^xm o . o i ~ i 

5 0 Omg/k g^S. $f ^iO. 0 5~ 3 Omg/k g#:M> ~^^\Zfyt 
SU<J3:0. 1~ 1 Omg/k g#:aT^D. iKDfi^ 1 0 1 |bI~ 2 HI^^ 

-r^z.t.tim-^v\^^. ^fc. DPP-IV ia$^'^^;fejcm0m»jf3:> ± 

#:F^j::*5tt^ DPP-IV mMm(Di^mti^{i>u < t ^-^mt^ ^-^m 2 mr^nm m 
^v<\-i-^m 4 mm) ^x(Dmmmi^x^^Bn^mm\z^^T^^t^m^ 

10 bV:»o 

2^^0J© DPP-IV Pl^^-^^jCtBWM^Jfi. tutBbfc2^^0J<D^:&jC'[M5^J 
]^J3Jg b v:^^HT^^t: $ i3-T J:: o 

{b-^^ B }i 2- { [3- (T 5 y -2-< y ^^)P-^-y :iL-)V-\-:t^:'J-l , 2- 

ib'&ticm-threo— r Vn-< zy)l^ ^7VV (P32/98) ^^tl^^n^iJl^ 

##^J 1 

^b-g-tlB (150mg) . ?LIS (1184mg) . 5^ (360mg) . HPC- 

25 L (^D°p^. B:^WM m) m (eOmg) . ti )V^^'-^ :^^)V^)Vu-7.^ 
(Fgp°pi& : ECG 5 0 5 . Eti^n°p (^) M) (60mg) . ^^^ii;!/ 
P-X (^p°0^ : Tli-fe;K m<MX|| (^) M) (172mg) 43,J;Di^7.5=-T U 
^MVi^^^v-^A (Hmg) ^^m-Xm.'^X^t^. m^n^m^m<D'D% 200ing 
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mMo^mmmi-^Q. 8~io.. i ei^^zsiYn-m^^r^i^t^mAu. :k 
^b'&tfA -mmm. (2.04 g, 5 mmoo (D7K (20 ml) mmzim^ 7Kmt 

^hU^A (10 ml) ^MMV. m^^nrdU-^i^^^UT:! O^mM^Vfco 
10 ^^^nm^VX. 'fb'&%A(0.87 g, 82.9%) (D^^h^#;^„ 
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1 4. 
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7. 


8 8 


11. 
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8. 


4 4 


1 0. 


5 


1 7. 


1 


5. 


1 



##^0 3 

^izEcD^]6S^J7:fe<fct)Cl 8~2 3-Vmi^r::^t^^A\t. :/ki(D^^\ZVT.m 
20 3tb;^o 

V^y U>-6-;^j;l'/j^- bU;K0.80g, 2.4mmol). 1 7K^>fb:^ h U A 
7Km^ (0.48 mL, 0.48 mmol) :fect clKjJc (1.42 mL) (DW^^^lZ. z^?^^)\^7. 

ji'-^^zy}^ (2.0 ml) ^joA. 85t:-e mr^Wj^.bT^co mpsij^nt 

(1 ml) xm^Wi. ^OX:xm&tmi^X. ^t^i^A • 1/2 z^?^^)V7.Jl^^^z^ 

mm (0.88 g, 93%) ^m^m^ti^xm^o 

2) it-^mA ' l/2z^^^;]^X)lts^zy\^m^ (10.0 g, 26 nnnol) t^^y 

-)v (40 mL) (Du^m^ ^Qx:xmw\^xmm^m:io z.<Dmmz go'ct i 
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mm (27 mu ^mjpbx> mm(Dm^i.5\zmmhr:iW:^ ^1^^(0.5 
g) ^mnv. ^^mmwvfco ?^^y-)i-7K (2 : 

1. 10 HiL) x^m.mvr:Lo ^m^mm^-^t)^. Qox:x'm.WL-r.s:-^^^. ^%r> 

qE-T7jc (15 mL) ^^JPbT^ pH ^ 7. 3 (Cli^^L;^, ;^j^i^^J'7X (1.3 

5 mL) SrrtTbrc^, 1 Btfel^iJ^ttT^fU^TJ'^SPb. $ 1 mmmW 

bfeo tJtttlL'fc^^^^^b. ^^nVTc^^ /-)V-7)^ (1 : 1, 15 mU T^fe 
t^bfc^. SOrTME^^b^^o =f#e>nfc:|g^ (10 g) t.Wm:r-^)V (100 mL) 
i:CQ?l-&^^> 75°C-e 1 Ptr^^WbTto #6n§M«^^ 1 Ptr^^^^HtT^tU 
^T^^5^b. i W«W4^bfc„ Jg^^^mu. ^^nvtzMm 

10 X^;i/ (20 mL) SOr-rMJEItli^bT. -fk-^^A (7. 5 g, 85%) ^ 
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##F!l4 

2-{[3-(T^ y ;>^^;0-2-1' y :7'^;l/-4-:7ai-;P-l-:t^V-l. 2->?t: Ho 
25 -6— rv^y Uri;W:^^MT-b:hTaH (l.Og, 2,6nimol) ^x^y— ;]x 
(\0 mD^ztummM-^^. 7X(10 mD^inX-fco Ik'&^B (D@|gB^§ 

mjpb, ^?a^T:!S:gb7to ^FfmbrcJ^^^amu 7KT?5fe#bx> {b^f^ 

B(0.31 g, 31.0Jg) (Dm^^ntdo 
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mmm: C, 66.48; H, 6.85; N, 10.57. 
»M: C, 66,51; H, '7.05; N, 10.50. 

miSrM : 2 d C ) mmm dm (:r>^XhD-A) 
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2 0. 


4 


4. 


3 5 


2 7. 


4 


3. 


2 5 



15 it^^A (lOOmg) . HPC-L (j^tS^S. B*W^ (*) (IBOmg) :fe 

ckt)^^HP.C-M (m^a^. H2^W^ (ts^) ^) (720rag) ^^^X^m^^VtzLo 

%^n^u^m(Do% 2oonig ^tftffiTj^^y^yi/T.^ mmmwm) ^^v^ 
TjT^u a:^ SIM cD^^j^m^^o 

2 

20 'fk-^^A (lOOmg) . HPC-L (^n°n^. • B^^W^i (W) U) (450mg) ^ 
^U¥LY>C-M (^p°D^. B2^#^ (^) m) (450mg) ^?Li^T?g^L.:^Co 

25 'fb'&i^A (lOOmg) . HPC-L (M^n^. B*#^ (J^) ®) (720nig) 43 
J:t;^'HPC-M (^D°p^, a«3i m m) (ISOmg) ^?Li^Tr^^Lfeo 

tten^^i'&Ji^co-p*. 2oomg ^^&if^>y''^y''v7sm (Mmmmm ^r^w 
^M^y 4 
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{k-^i^A (lOOmg) ,Polyox WSR303 (m^a^. =L=.:t>tl—J'^ 

^ Ha^) (720mg) ^^nt^VX.^Uy^^^Jn-)l6 0 0 0 (ISOmg) 

^-vm^i^Tco n^n^u-^m<Do% 2oomg ^^i£^>y^ywx^ mm 

"mWM) ^^V^XfT^b, it^ 8mm cD^^J^#;^o 

-fb-^^I^A (lOOmg) . Polyox WSR303 (M^u^. =L-7t>tl—/^ 
F%h^) (450mg) *5j;t)C55^UX5=-l/>^Uri-;i'6 0 0 0 (450mg) 

m-'vM^i.rz. m^n^M^^(Dot> 2oomg ^^'fiffi5j^>:/^y^i/x^ (niT 

vfb-D^A (lOOmg) . Polyox WSR 3 0 3 (^p^iS> n- >::^7— 
■< H%hM) (180mg) *5J^D?7}^UX5=-1/>^U3— jl-e 0 0 0 (720mg) 
il^Tr^'&brco n^n^m^m<Dot> 200mg ^?Sj£2j?>y^:/^X^ (SW 

it^^A (300mg) *5J;1DCHPC-M (^^°o^^ S^^WJi (M) U) (700mg) 
^?Li*:T"^'&U7Co tt^n^^'&t/CO % 200mg ^taj£:^>y^y l/X^ 

WM^^) ^fflv^Tfr^b. ii:S8iimi.cD^^J^#;^o 

-fb-^r^A (78mg) , TC-5S (^a°p^, -fM-fb^X^ (^) (47ing) , 

;<bn-X9 0SH40 0 0 (^^6^, mmit^ZTM (M) M) (190mg) :}d 
i:T>'X5"TU>m-Ti^:^^>">A (2.4mg) ^?Li*:T?l'B'U3^Co #e>n§^'^^ 
(D^)-^ 243mg ^?ftiE7i?>y^yi/X^ (Mmmmm) ^ffiV^TtT^U. itg 
8inracZ)^3^J$t#;to 
9 

ih^mA (79mg) . TC - 5 S (^.S.^^ m^k^Xll (^) (119mg) . 

^ hn-x9 0 SH4 0 0 0 (^p^^. mmit^nm m) m (nsmg) 

cklJCX^^-TU^Mv^^t^v-i^A (2.4mg) ^^Li^Tfg'g'bfCo ^Snifg-^tj 
(D-^-^ 243mg ^?a£E:^>y^yi/7^^ (Mmmmm ^ffiV^T^T^b. 
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8mm (Dmm^nr^o 
mmm i o 

'fb'&^A (79mg) . TC-5 S mmit^nm m) m) (190mg) . 

^hD-X90SH4 0.0 0 d^^a^. mmit^HM (47mg) ^ 

^ZS7.y^y^J>m'^^^^-iy^A (2.4mg) ^^mxift^^VTzo ft^tl^fl-^^) 

'(Dot> 243mg ^^EE#>y^>'V;:^m (mmmmm) ^mi^^xn^i-. it^ 

8mmco^^J^#;^o 

^mm 1 1 

it^i^C (lOOmg) , HPC-L (^p°D^. S«3i (^) M) (450mg) :fe 
cktXHPC-M (i^fp^. B*#5i (*^) (450mg) €:?Li^T^^b;fe„ 

#^n§rb'&i|^c^e)-& 200mg ^^ffi:^^^^^!/;^^ (HW^^^) ^ffiV^ 

12 

it^^C (lOOmg) . HPC-L (^a°p^. B2^W^ (^) M) (720mg) ^ 
J:rjCHPC-M (^o°p^S. B:*:W^ m) SS) (180mg) ^?Li^'I?^B'^b}^Co 

tt^n^^i'&Ji^co-s-^ 2oofflg ^?ftBE/i^>y^7^i/x^ mmmmm) ^m^^ 
mmm is 

^t^^B (75mg) *5i;tXHPC-L (^52,^. B*#^ (t^fe) ^) (925mg) 

^?L^l:7M'&bfCc#e>n§^'&i^05-^ 200nig^?ftJE;i^>y^:7>xa(S 
^fflvmT^U. ii:^8mm(Z)ii^J^#feo 

14 

<t^mB (37:5mg) , HPC-L (^Mi^. B^Wm (W) m) (370mg) ^ 
^tJ^^HPC-M m^n^. B:^WM M) (92. 5mg) mi$:-XrS'&Lrc„ 
#6n^?M'&J^(^'5-^ 200mg ^?ftiE7j^>y^yi/;5;^ (SW*f^®l) ^fflVi 
T?Ti£b. iE^8mmc^M]^J^#/to 
^JS^J 15 

it^mB (37,5mg) , HPC-L (^p°p^, B2^W^ (^) (231. 3mg) 

43j;tKHPC-M (^p^^. B:^WM iW) M) (231. 3mg) ^m^m^xm^V 
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Tzo %ibn^m^^m<Do% 2ooing ^?ftEE7j^>r^^yi/7.^ mmmmm) ^ 
mmm i e 

^t'^mA(mi!ig)^m7 OX:mM^Vrz.Ge l u c i r e 5 O/l 3 (^p^o^S. 
5 GattefosseM) (2280nig) Jc^^inb. mf^htzo ^^^tl^U^^ 

(Do% 4oomg ^ 1 ^^'y^y^y''^)v\z.-^mv. ^ET^ 2 A^m^mv^m 
mMm 1 7 

^9 0'CT^gJUfe:^;i/::h'^nD':> : tJ^U >'>:if7^j/^X 103^ yu 

10 -r > (228mg) \ZGe luc i re50/13 (M^u^. G a t t 

e f o s s e®) (2052ing) ^:^Jpb. 0''C\Z\^U\^r:L. %^n^m'^ 
mzit^^A (120ing) ^m^V. m.WVr^o ttetl^J^-^tK^^-^iOOmg^ 

mmw^i 1 8 

15 it-^mA (lOOmg) . ^E'fbtVv'^ft (M^u^: ^ :7*U 7 i^X lOK v'nO 
(500mg) . ^x>^ (lOOmg) :fed;tJ^^?L» (300mg) ^?L^T^^ 

b:^Co m^n^U^m(Do-h 200mg ^?'E&iE7^>:/^>^VX^ 

^M^J 1 9 

20 -fb^^A (lOOmg) , ^M'fbt x-S/tft (^p^^ : ^ ^ U "7 ^y X lOK :7D-r> 
hi^HM) (500mg) . ^X.>m. (lOOmg) 43J:tJC|L)^ (300mg) ^m^^X^M^ 

vTzLo i^^^n^m^moo-^ 2oomg ^^ffi3j^>:/^yvx^ (mmmmm) 

^m^^xn^l'. tt^ 8mm ©^^J^#^o 

mmm 2 0 

25 'fb'^^lA (lOOmg) . HPC-L (M^u^. B^^Wm (W) M) (500mg)\ 
HPC-H (mffu^. B:^mm (W) m) OOOmg) :i^^ZS^T.>m ClOOmg) 
&?Li*:T?^^Lfco#e>n§^'&i|^C0<5'^ 200mg ^ffljETl^vy^:/^^:^ (]S 

mmm 21 
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'fb'B-tiA (SOOmg) . HPC-M m^a^. B^^W^ m M) (400mg) ^ 

^ZS^X.>m (300mg) ^^Li^T^M-^bTco tt^pfl^^-^tlO ^ 200mg 
BE#>:7"^yv;^^ (3SW^a^) SrffiV^TJT^L. it^ Smin O^^J^#;to 
^JS^J 2 2 

-fb^il^A (SOOmg) , p< hn-X9 0 SH-4 0 0 0 (^p°n^. -ftMib^xm 

m) m) (SOOmg) (200mg) ^I^Tf^-^UTCo f#^n-& 

?1^#|(Z)"5-^ 200ing ^?ft/E7j?>y^:/l/7:^(SW*S^M) ^fflV^T^T^b. 

^SS^iJ 2 3 

Yti-^^IA (300mg) , hn— X9 OSH-4000 (^p^^, 

m) m) (250mg) . HPC-M (lSo°a^. (^) ^) (250mg) 

:id^ZS^X.>m (200mg) ^?Li*:-r^'&L';^„ #e>n^^^i^ODa-^ 200mg ^ 

?aBE^>y^yi/x^ (mmmmm) ^m\^^xn^L. its smm co^^j^ft 

I^SS^il 2 4 

^b'&tlB (600mg) . ^ hn-X6 5 SH-4 0 0 0 (pgp^piS. 'fl^ifc^XH 

(^) K) (400mg) > T C 5 - R W (^p°p^. mmit^Jim m) m) (SOOmg) . 
•^>=:-h-Jl (180mg) i^<kZSX^TV ym-^^^z^^J^ (20mg) 

^bfcc #e>n^^g^ti<^'5-^ 4oomg ^mEE^>-f^y'u:;^m mmmmm) 

^5S^J 2 5 

'fb'&^lB OOOmg) . ^ hP-X6 5 SH-4 0 0 (Igp^p^. M^-fb^XH m) 

m.) (6oomg) . TC5-RW (m^a^. mMit^jim m) m) (eoomg) . 

x'>-] — (840mg) . ^-feH-^-fb^ (30mg) :feJ:IJCX7"T U >m "Ti^^:^ 
(30mg) m#^T^-^b}^o #^n^^'a-i^CD^-^ 400ing ^^EE^> 
(SSTW^I^) ^^ViXtT^b. li:#llinin(Z)ig^J^#fco 

^iS^lJ 2 6 

^t^^B (450mg) . HPC-L (^^S,^. B^^W^ (*5fe) Ig) (1020mg) , 
n^^-m^tm: dSmg) (15mg) ^?Li*:-r 
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mmm z ? 

it^<^B (450rag) ,Polyox WSR303 (^p°d^. :i-:t>tl—/'^ 

Hi±^) (IBOing) , T C 5 - RW (i^n°p^^ mmWl^^^XM (^) S^) (450mg) . 
-^^-V—)]/ (420mg) . ^feH-m^b^ (ISmg) ^^XS7.J-y ^} 
zy^K (15mg) -^^mrr^m^^X^tz.. %^tl^U^m<D'D% 400ing ^tftjBE^j^^ 

mmm 2 s 

^t^^B (450mg) . ;< hn~X6 0 SH-4 0 0 0 (i^ffi^. {f^'ft^XH 

(;^)$^) (150mg).TC5-RW(^p°p^.'fM'ft:^xm(^)^) (450ing) , 
T>-h-;i/ (420mg) . n^E.irM^tm (ISmg) :fectt>i^X5"T U >^ N'^':t^ 

(i5mg) ^^^x^m-^i^Td. n^n^m-^^oo^ mmg ^mBE.:^> 
y'^y''u:^m (mmmmm) ^m^^^xn^i^. m^njm(Dmm^mco 

it^^B (450ig) , ^hD-X90SH-4000 (^p^^> mMit^Jim 

m)m) (225mg),TC5-RW(^p°p^. >ft@'fb^X^(^)ii) (375mg) . 
'T>nh-;i' (420ing)\ n^~=imitm (ISmg) *5d;D«:X7"TU>^-x'iJf:^. 
zyryj^ (15mg) ^fLII^T^'&bfcio #e>n^?l'&#J(D'5 "fe 400mg ^mEE:^> 

mmm 30 

'ftl'^J^B OOOmg) . ^ hD-X6 0 SH- 5 0 (^p°p^. mm^t^Jim iW) 
m) (1200nig) , T>nl — Jl (840ing) . ^-feH— ^Ibi^ (SOmg) ^^UX 
^r^jym-^^^zy^^ (30mg) m^Tfg'&L^Co #e.n^?l'&J|^CD>5'^ 

^IS^J 3 1 

it^mB (450ing) , ^ hn-X9 0 SH-4 0 0 itWI^^X^ (t5^) 

m) (300mg) . TC5-RW -flWb^Xll iW) m) OOOmg) , 
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^>nl — ;V (420mg) . n^^:=Mitmi (15mg) :i5^ZS7.'7-TV>m.'^^^- 
zy^A (IBmg) ^fLi^^-e^'M'&bfcio 400nig ^?ftffi5j^> 

y^yuT.m mmmmm) ^m^^xnmi^. mnurnKDm^m^r^o 
mmm 3 2 

5 ik-a-^lB (450mg) . ^ha-X6 5 SH - 5 0 (|gp°o^. MM^b^X^ (^) 
(eOOmg) , -N'>-] — ;i/ (420ing) > ^feH-j^-fb^ (ISmg) ^=J:lKX 
7=-TU >i?Ti5^:^^5>"i^A (15mg) ^^^X^m^VTco %^tl^m^m(Do-^ 
400mg €:tfiaE3j^>yi^:/l/Xa ^fflViTfl^b. H^llmnKZ) 

10 Ilii^J 3 3 

ih^'^B (450mg) , ^ ha— X9 0 SH- 1 0 0 (l^o°p^> it^^b^X^ (^) 

^) (eOOmg) . -T>n1 ;l/ (420mg) . ^-feH-^-fb^ (15mg) 

^r\)>mrr^^zy^2^ (15mg) ^^Li^T^-^bT^o .^^.n^^'&il^O^-fe 

15 ^^J^#fCo 

^JS^J 3 4 

'fb'&Jt^B (450mg) . ;< hn— X6 5 SH- 1 5 0 0 (^p°^^&^ fWib^XH 
(^5^)^) (225iiig).TC5-RW(^rPp^.'(M^b^X^(^)^) (375mg) . 
(420mg) s ^-feH— m-fbi^ (IBmg) ^^XS^^^r ^) 
20 i^'i^A (15mg) ^^^l:U^\^rz.o ^tSn^fM'&tlO-S)-^ 400mg ^?SJ!E5i^> 
y^yi/Xa (iiW^faM) ^fflV:»TtT^L., iS^llmm©^^iJ^#fCo 
^5S#y 3 5 

'(b'^^JB OOOmg) . ^ h X9 0 SH- 4 0 0 (^p°p^. #@>(b^Xli (^) 

(450mg) . ;< hn-xe 0 SH - 5 0 (^p°o=fe. m^^b^xn (^) ig) 

25 (1200ing) . — )V (390mg) , ^feH=^>fbife (30mg) *3J:UCX^T 

U >^'T^*^^i/'^7A (SOmg) ^^l^xm^Vr^o ^Sn^fl'&tKT)-^^ 400mg 

3 6 
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it'^^B (4190mg) . ^ hn-X9 0 SH- 3 0 0 0 0 (l^^n^. imM^t^ 

Jim m) m) (sooomg) . ^ ba-xs b - 4 c^d^p^. mmit^x.m m) 

m) (2000mg) , ^^-fe;i/D-X (2000mg) , '^>:z.h—)]^ (3570mg) . ^ 
^-umitm UOmg) ^^Z^^X'f-TV ym'^^^-zy^A (200mg) ^?L^-e?M 

^L-Tzo n^n^u^i^(Dot> 5oomg ^^sffi^^^^y i/x^ (MmmmM) 

it^mB (2095mg) . ^ b D— X 9 0 S H - 1 0 0 0 0 0 (^n°p^. -ftWb 
(2000ing).^^ir;^D— X(2000mg). x'>nh-;i/(3785mg). 

^'feHnm^fb^ (20mg) ^^z:^7.y^TV>m'^^^-zy'y2^ (mrag) ^m.m^'v 

M) SrfflV^TU^b, mm Urn (D^m^n^Tco 

mmns s 

'fb'&tJB (104. 7mg) , p< bP— X9 0 SH-4 0 0 0 (^n°o^. 'fl^'fb^X 
H m) m) (116.6nig) > ^^-fe;i/D-X (33.3mg) > •T>- (71.8mg) 
43cfct)^^XT-T U >^Vi^:t-->«>2^ (6. 6mg) ^^tT 333mg MMO^M^. «m 

•ffsitD-b. ^mm 1-3 T#e>nfe^^j{c::?iiT. i^mKa (a f;!/?^. o . 

l%-fe5";i'hU^^;VT>^:ni^A>''n$ H (CTAB) '^WB*^^::^^^ 
:^l«^^l|z:?t (i^T> CTAB^^B^-?1^<hffl§|ST§) 5 0 0mL. 0^ 
iclOOrpm) ^tT-:3fc„ fg^^ 1 ] tC^-To ^fc. M^^<hb"r, 

[^1] 
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(h) 


MMW^i 1 


^Mw) 2 


^MwJ 3 


0 


0 


0 


0 


1 


7 


10 


19 
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11 


17 


32 
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20 


31 


56 


6 


30 


43 


79 


8 


40 


57 


93 


10 . 


49 


69 


99 


12 


57 


76 


99 


14 


65 


84 


98 


16 


72 


90 


98 


18 


79 


93 


98 



n-^fco c^2] jc^Tc ^Tz. Mmmtvx. 
20 i^^xmuomn^u^^n-Dfctz.^, lo^^^o^m^Tj^^Moo^-rabofeo 



(h) (%) 



0 0 

25 1 8 

2 24 

4 53 

6 85 

8 95 
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10 99 

*^Hj<z)iS^cDjfii^4'>^^:/5=->^;i'^y5^37'-if IV (DPP- IV) M^ft^t* 

mni^^vfc. ^^mi^nn^WiO. 5, 1. 2. 4, smm^izm^mm 
t^^UMv. #en/t^A°u >!fa.m^<D Dpp-iv m^^w.'r(Dj^o\zvxm\ 
^bfco • 

^j^iJJtl/'f ^> K (Raymond) ^(Dyj'^k (r^'VTH— ^^-X (D i 
abates). 47 1253 - 1258 1998^)tC2pDT9 

(pH7. 5) lO/zLlC. 1 mM^U :7°nU;i/-p-::i h 
DT::iU H(G 1 y-P r o-p-NA ; nv^2>.^m7\i^mW.l 0 OmL^ 

^j&ou. m-^mm^mm^iyrco :k^^xmmi^^^^. mmmzUM.\^rz.mmia. 

l^«tDS^l?P^bfc:it>-7>Jfil5t2 0 UL 1 ^JifB^^J^M^Cjjn^. 3 or 

T^^s^s^^^^ b}^» 0 Btr^i^s 1 mm^<Dmtm.'^'^-i ^ □ :/ h 

%h@) ^ffiViT?feS4 0 5 nm-r?PiJ^b. ^OtiJn (AODs) ^5t<a6feo 

(omu (AODc) . jfiL^t^^*?^v^-K;;S;?^Jc:fett^®:7^^a)iiin (aod 

b) ^-^^s ^^J^^M^l 0 0%<hf^ DPP-IV (Dti^^^fSfe^, th^ 
^: [ (AODs-AOPb) / (AODc-AODb) ] XlOO 
\Z^X)Wc%\^T^o C^3] IC^-To m:^(D. DPP-IV^SttM^t. ^i^M 

±jp2p^i^ (n=3) ^^fo 
[^3] 
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HWra Kn.) 


Mmwu 10 (Drnm 




1 c^^^J 


0 


lOOi 0 


100± 0 




0. 5 


85± 2 


37d-23 




1 


70±18 


22± 3 




2 


60 + 14 


28± 5 




4 


59±13 


45± 7 




8 


72± 4 


63± 8 





10 mm\zt:>rz'DX.ikm^ dpp-iv m.W^^^ 28 tav^-U 78%{£T$i±#§ 

B2^^^:*r|^aSS:]^fem-t^(^T. 0^-?^i:Iii§l3-r^) 5 0 OmL. 

m^n-DT^o mM^^n^n [^4] [^5] iz^To 

20 [^4] 



BtP^I (h) 




^ (%) 
*^s^y 2 1 


0 


0 


0 


1 


35 


40 


2 


52 


58 


4 


.81 


83 


6 


105 


103 
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18 


55 
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